The second oncogenic step.
Three theories of the development of a malignant change which each involve two successive steps are described. Armitage, Doll (1957) proposed that two homologous chromosomes each contained a region which was critical in the control of cell division. The two steps were mutations in these regions brought about by random exposure to carcinogenic agents. Comings (1973) proposed a similar theory but the two steps were considered to be spontaneous mutatons. This paper points out that if one mutation has occurred this can become dominant in at least six ways which mostly involve chromosome translocations. The synergism between oncogenic agents and ionizing radiation and the ability to breed out high and low cancer incidence stocks of animals from a common stock can be explained on the same lines.